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Letter to the Editor 

Clinical efficacy and safety profile of hydroxychloroquine 

and azithromycin against COVID-19 ✩ 
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We agree with colleagues that clinical outcomes are 

lso key elements to consider when assessing the effect of 

ydroxychloroquine-azythromycin (HCQ-AZ) combination [1] . To 

his end, we reanalyzed our data on all patients enrolled in our 

tudy (n = 42) and, in addition to viral clearance over time, we 

nalyzed clinical outcomes, including the need for oxygen therapy, 

ransfer to intensive care unit (ICU), death and length of stay 

t hospital. Requirement for oxygen therapy, transfer to ICU and 

eath did not significantly differ between groups. Length of stay 

t hospital and viral persistence were significantly shorter in the 

reated patients group, compared to the control group. Length of 

tay was calculated in 38 of 42 patients because two patients died, 

ne was discharged against medical advice and information was 

issing for one patient ( Table 1 ). 

We agree that the HCQ-AZ combination may potentially lead 

o drug-drug interactions. We paid a rigorous attention to avoid- 

ng this combination in patients with cardiac diseases, abnormal 

KG, dyskalemia or the routine use of other interacting medica- 

ions. The systematic pre-therapy workup included serum elec- 

rolyte analysis, and an electrocardiogram with corrected QT mea- 

urement (Bazett’s formula). Close serum electrolyte analysis mon- 

toring was performed in patients with low serum potassium lev- 

ls at baseline. An electrocardiogram was routinely performed 48 

ours after the start of treatment. Treatment with HCQ was dis- 

ontinued when the corrected QT interval (QTc, Bazett’s formula) 

as > 500ms, and the risk-benefit ratio of HCQ + AZ treatment was 

stimated by the infectious disease specialist and agreed with the 

ardiologist to be between 460 and 500ms. No cases of torsade de 

ointe or sudden death were observed. Since this paper was pub- 

ished, we have treated a total of 3,119 patients with HCQ-AZ for 

t least three days. QTc prolongation ( > 60 ms) was observed in 

5 patients (0.67%), resulting in discontinuation of treatment in 12 

ases, including three cases with QTc > 500 ms. No cases of tor- 

ade de pointe or sudden death were observed, including in the 

.5% patients over 65 years of age [2] . Finally, we totally agree with

olleagues to pay attention to magnesium levels, with supplemen- 

ation, if needed, to prevent life-threatening arrhythmias. 
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Table 1 

Characteristics of studied populations. 

Total (N = 42) Control patients (standard 

care) (N = 18) 

Hydroxychloroquine treatment only 

(N = 16) 

Hydroxychloroquine and azithromycin 

combined treatment (N = 8) 

p-value ∗

n % n % n % n % 

Clinical outcomes 

Oxygen therapy 8 19.0 2 11.1 2 12.5 4 50.0 0.07 

Transfer to 

intensive care unit 

5 11.9 1 5.6 2 12.5 2 25.0 0.31 

Death 2 4.8 0 0 1 6.2 1 12.5 0.32 

Length of stay in hospital (N = 38) 

Mean ± SD 9.8 ± 7.3 12.1 ± 9.6 8.6 ± 5.2 7.1 ± 3.2 0.04 ∗∗

Min - max 2 - 47 6 - 47 2 - 24 4 - 14 

Negativity of virus by RT-PCR 

Day3 (n = 41) 12 29.3 2 11.1 5 31.2 5 71.4 0.01 

Day4 (n = 40) 17 42.5 5 27.8 7 43.8 5 83.3 0.07 

Day5 (n = 40) 17 42.5 4 22.2 7 43.8 6 100 0.003 

Day6 (n = 40) 17 42.5 3 16.7 8 50.0 6 100 0.001 

Day7 (n = 36) 17 47.2 4 28.6 7 46.7 6 85.7 0.051 

Non contagion at 

Day7 

15 35.7 3 16.7 7 43.8 5 62.5 0.07 

∗ one-sided Fisher’s exact test 
∗∗ Kruskal-Wallis test 
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